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By Courier:

TSCA Confidential Business Information Center (7407M)
EPA East - Room 6428 Attn: Section 8(e)
U.S. Environmental Protection Agency
1201 Constitution Avenue, NW
Washington, DC 20004-3302 ~ii11111IIli

Tel. (202)564-8940 1181 811 3 00 00 230

Re: TSCA Section 8(e) Notification
1-Propanesulfonic acid, 2-hydroxy-3-(2-propen-1-yloxy)-, sodium salt (1:1) (CAS
No. 52556-42-0)

Dear TSCA Section 8(e) Coordinator:

Pursuant to Section 8(e) of the Toxic Substances Control Act (TSCA), the Society of
Chemical Manufacturers and Affiliates (SOCMA) submits this notice on behalf of the COPS-I
HPV Consortium. The COPS-i Consortium was formed under SOCMA to sponsor testing of
the subject chemical, 1-propanesulfonic acid, 2-hyd roxy-3-(2-p rope n- 1-yloxy)-, sodium salt (1:1)
(CAS No. 52556-42-0), which is also known as COPS-I, in accordance with the October 21,
2011 test rule for High Production Volume (HPV) chemicals (FR 76 (204), 65385-6541 0).

The Consortium has commissioned WIL Research to conduct the required testing for
COPS-i. In its initial summary of interim results from the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (OECD 422), WIL Research notified
the Consortium of the developmental and reproductive toxicity effects of COPS-I in rats.

Summary of Test Results

Parental Effects:

* Mortality: No treatment-related mortality occurred. One group 2 female (no. 53)
sacrificed due to total litter loss.

* Clinical signs: No toxicologically relevant clinical signs noted.
* Body weights: No treatment-related changes
* Food consumption: No toxicologically relevant changes (please note that the food intake

over Days 1-8 of the mating period requires a correction for the number of males present
in the home cage. This number increases as more males have mated and are
subsequently returned to their home cage).
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* Functional observations: Normal for all selected animals (note that for Group 1 and 2
females, the number examined appears incorrect. This will need to be changed).

" Hematology: Lower reticulocyte counts, and slightly higher red blood cell counts (not
statistically significant) in females at 1000 mg/kg,

* Clinical biochemistry: Statistically significant changes showed no dose-related trend
and/or remained within the range considered normal for rats of this age and strain.

* Macroscopy: No treatment-related changes.
* Organ weights: Lower liver and thymus weight, and higher ovary weight in females at

300 and 1000 mg/kg.

Reproductive / Developmental Effects:

All females showed evidence of mating with normal precoital time across the groups.
None of the females at the 300 and 1000 mg/kg dose levels delivered live offspring. One Group
2 female showed total litter loss at the end of lactation, and one female each in Group 2 and in
the control group did not deliver offspring. At 100 mg/kg, the duration of gestation, mean litter
size, viability index (number of alive pups before planned necropsy vs. number of pups born
alive) and mean pup body weight were normal. Two females at 100 mg/kg showed a lower
number of corpora lutea and implantation sites. One female each in the control group and at
100 mg/kg (the same animals that had not delivered offspring) had no corpora lutea and no
implantation sites. Only two females at 300 mg/kg and one female at 1000 mg/kg showed
corpora lutea and/or implantation sites (generally reduced in number).

Based on these results, the laboratory concluded that reproductive toxicity is very
evident at 300 and 1000 mg/kg. Given that no offspring was generated, obviously a statement
on developmental toxicity cannot be made at these dosages. At 100 mg/kg, there appears to be
no developmental toxicity, but reproductive toxicity cannot be ruled out. Histopathology data are
required to further address this. As there are no overt signs of parental toxicity at any dose
level, these effects are considered by the testing laboratory to be primary
reproductive/developmental in nature.

The following tables of data are appended for reference:

1. Premating, mating, and necropsy data

2. Reproductive/developmental data

3. Corpora lutea and implantation counts

Histopathology data are not yet available. These data may affect toxicological
interpretation of the above effects.

The Consortium will submit copies of the study reports within 30 days of receipt of the
final study reports for the COPS-I combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (OECD 422), including histopathology data.

Sponsoring Companies

The participating member companies of the COPS-i Consortium are:
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Akzo Nobel Surface Chemistry LLC
Ashland Inc.
Bimax Inc.
GE Water and Process Technologies
Rhodia Inc, member of the Solvay Group

Correspondence related to this 8(e) report filing should be directed to the undersigned at
202-721-4154 or helmest(a)socma.com.

Sincerely,

C.Tucker Helmes, Ph.D.
Executive Director
COPS-i Consortium

Appendices
1. Pre-mating, mating, and necropsy data
2. Reproductive/developmental data
3. Corpora lutea and implantation counts
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COPS-I CAS 52556-42 Project 501107
APPENDIX 2

CORPORA LUTEA AND IMPLANTATION SITES
FEMALES
NECROPSY

ANIMAL Corpora Lutea Implantations

GROUP I(CONTROL)
41 140 120
42----
43 14.0 80
44 180 15.0
45 16.0 130
46 14.0 14.0
47 15.0 14.0
48 160 160
49 140 140
50 110 10.0

GROUP 2 (100 MG/KG)
51 150 150
52----
53 10 1.0
54 120 120
55 140 100
56 140 140
57 150 140
58 17.0 140
59 20 1.0
60 130 130

GROUP 3 (300 MG/KG)
61 20.0 10
62----
63----
64----
65 20 2.0
66----
67----
68----
69----
70----

GROUP 4 (1000 MG/KG)
71----
72----
73----
74----
75----
76----
77----
78----
79 190 0.0
80----
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COPS-I CAS 52556-42 Project 500682
APPENDIX 1

SUMMARY OF PERFORMANCE
MATED FEMALES
FO-GENERATION - POST COITUM

GROUP I GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

NUMBER OF FEMALES
MATED 10 10 1 0 10
PREGNANT 10 10 10 10
USED FOR CALCULATION 10 10 10 10

FEMALES EXCLUDED FROM CALCULATION:

Only dams with resorptions and/or foetuses at caesarian section were used for further calculations
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COPS-i CAS 52556-42 Project 500682
APPENDIX 1

PRECOITAL TIME
FO-GENERATION - POST COITUM

DAY OF THE GROUP 1 GROUP2 GROUP 3 GROUP4
PAIRING PERIOD CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

NUMBER OF FEMALES MATED
1 4 2 2 4
2 1 3 2-
3 2 4 3 4
4 2 1 3 2
6 1 - - -

MEDIAN PRECOITAL TIME 3 3 3 3
MEAN PRECOITAL TIME 26 24 27 2.4
N 10 10 10 10

+/++ Steel-test significant at 5% (+) or 1% (++) level
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COPS-i CAS 52556-42 Project 500682
APPENDIX 1

DEVELOPMENTAL DATA
FO-GENERATION - LACTATION

GROUP 1 GROUP2
CONTROL 100 MG/KG

LITTERS
TOTAL 9 8

DURATION OF GESTATION
MEAN (+) 21.4 21 6
ST DEV 05 07
N 9 8

DEAD PUPS AT FIRST LITTER CHECK
LITTERS AFFECTED (#) 0 1
TOTAL 0 3
MEAN(+ 00 04
ST DEV 00 1.1
N 9 8

LIVING PUPS AT FIRST LITTER CHECK
% OF MALES / FEMALES (#) 57 /43 48 /52
TOTAL 110 83
MEAN ()12.2 104
ST.DEV. 2.4 4 3
N 9 8

POSTNATAL LOSS
% OF LIVING PUPS 09 00
LITTERS AFFECTED (#) 1 0
TOTAL (#) 1 0
MEAN (+) 0.1 00
ST.DEV 03 00
N 9 8

VIABILITY INDEX #)99 1 100.0

Viability index = (Number of alive pups before planned necropsy / Number of pups born alive) *100
+/++ Steel-test significant at 5% (+) or 1 % (++) level
## Fishers Exact test significant at 5% (#) or 1 % (#) level
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COPS-I CAS 52556-42 Project 500682
APPENDIX 1

BODY WEIGHTS OF PUPS (GRAM)
FO-GENERATION - LACTATION

DAY SEX GROUP 1 GROUP 2
CONTROL 100 MG/KG

1 M MEAN 65 64
ST.DEV 07 07
N 9 8

F MEAN 62 63
ST DEV. 0.7 0.7
N 9 7

M+F MEAN 64 63
ST DEV. 07 07
N 9 8

4 M MEAN 97 94
ST DEV. 11 21
N 9 8

F MEAN 94 97
ST DEV 1.0 13
N 9 7

M+F MEAN 96 93
ST DEV 11 2.0
N 9 8

/'Dunnet-test based on pooled variance significant at 5% (*) or 1 % (*)level
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

GENERAL REPRODUCTION DATA
FO-GENERATION - POST COITUM

FEMALE MALE MATING PREGNANT SCHEDULE DELIVERY NECROPSY
NUMBER NUMBER DATE RECORDED DATE

GROUP I(CONTROL)
41 1 13FEB2013 YES BREEDING 07MAR2013 12MAR2013
42 2 14FEB2013 YES -- 13MAR2013
43 3 15FEB2013 YES BREEDING 09MAR2013 15MAR2013
44 4 13FEB2013 YES BREEDING 06MAR2013 12MAR2013
45 5 18FEB2013 YES BREEDING 12MAR2013 18MAR2013
46 6 15FEB2013 YES BREEDING 08MAR2013 15MAR2013
47 7 16FEB2013 YES BREEDING 09MAR2013 15MAR2013
48 8 13FEB2013 YES BREEDING 06MAR2013 12MAR2013
49 9 16FEB2013 YES BREEDING 09MAR2013 15MAR2013
50 10 13FEB2013 YES BREEDING 07MAR2013 12MAR2013

GROUP 2 (100 MG/KG)
51 11 15FEB2013 YES BREEDING 08MAR2013 15MAR2013
52 12 13FEB2013 YES -- --- 12MAR2013
53 13 15FEB2013 YES BREEDING 10MAR2013 15MAR2013
54 14 14FEB2013 YES BREEDING 08MAR2013 15MAR2013
55 15 14FEB2013 YES BREEDING 07MAR2013 12MAR2013
56 16 15FEB2013 YES BREEDING 09MAR2013 15MAR2013
57 17 14FEB2013 YES BREEDING 07MAR2013 12MAR2013

5 18 16FEB2013 YS BREEDING 09MAR2013 15MAR2013
59 19 15FEB2013 YES ---- 13MAR2013
60 20 13FEB2013 YES BREEDING 07MAR2013 12MAR2013

GROUP 3 (300 MG/KG)
61 21 16FEB2013 YES ---- 14MAR2013
62 22 16FEB2013 YES ---- 14MAR2013
63 23 15FEB2013 YES ---- 14MAR2013
64 24 15FEB2013 YES ---- 14MAR2013
65 25 15FEB2013 YES ---- 14MAR2013
66 26 13FEB2013 YES ---- 12MAR2013
67 27 16FEB2013 YES ---- 13MAR2013
68 28 14FEB2013 YES ---- 13MAR2013
69 29 13FEB2013 YES ---- 12MAR2013
70 30 14FEB2013 YES ---- 13MAR2013

GROUP 4 (1000 MG/KG)
71 31 13FEB2013 YES ---- 12MAR2013
72 32 15FEB2013 YES ---- 13MAR2013
73 33 16FEB2013 YES ---- 14MAR2013
74 34 13FEB2013 YES ---- 12MAR2013
75 35 13FEB2013 YES ---- 12MAR2013
76 36 16FEB2013 YES ---- 14MAR2013
77 37 13FEB2013 YES ---- 12MAR2013
78 38 15FEB2013 YES ---- 14MAR2013
79 39 15FEB2013 YES ---- 14MAR2013
80 40 15FEB2013 YES ---- 14MAR2013
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

DEVELOPMENTAL DATA PER LITTER
FO-GENERATION - LACTATION

-- FIRST LITTER CHECK --
LITTER DURATION OF DEAD PUPS LIVING PUPS P NATAL LOSS

GESTATION M F M F TOT, M F

GROUP I(CONTROL)
41 22 0 0 8 4 12 0 0
43 22 0 0 4 3 7 0 0
44 21 0 0 7 7 14 1 0
45 22 0 0 7 5 12 0 0
46 21 0 0 9 4 13 0 0
47 21 0 0 6 7 13 0 0
48 21 0 0 7 8 15 0 0
49 21 0 0 11 3 14 0 0
50 22 0 0 4 6 10 0 0

TOTAL 0 0 63 47 110 1 0
N 9 9 9 9 9 9 9 9
MEAN 214 00 0.0 7.0 5.2 122 0.1 0.0
ST DEV 05 0.0 00 2.2 19 24 0.3 00
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

DEVELOPMENTAL DATA PER LITTER
FO-GENERATION - LACTATION

-- FIRST LITTER CHECK --
LITTER DURATION OF DEAD PUPS LIVING PUPS P.NATAL LOSS

GESTATION M F M F TOT M F

GROUP 2 (100 MGIKG)
51 21 0 0 7 8 15 0 0
53 23 0 0 1 0 1 0 0
54 22 0 0 5 6 11 0 0
55 21 0 0 3 7 10 0 0
56 22 0 0 6 5 11 0 0
57 21 0 0 5 9 14 0 0
58 21 0 0 9 3 12 0 0
60 22 2 1 4 5 9 0 0

TOTAL 2 1 40 43 83 0 0
N 8 8 8 8 8 8 8 8
MEAN 216 03 0.1 5.0 54 10.4 0.0 00
ST DEV 07 07 04 2.4 29 43 0.0 00
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COPS-i1 CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF PP. PHASE FINDINGS
DELIVERY

GROUP I(CONTROL)
LITTER 41 1 M DAY 5 Planned Necropsy FLC No findings
07MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

2 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

3 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

4 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

5 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

6 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

7 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

8 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

9 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

10 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I1 GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP I(CONTROL)
11 F DAY 5 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

12 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No milk

LITTER 43 1 M DAY 6 Planned Necropsy FLC No findings
09MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 Scabs back
DAY 5 Scabs back
LLC Scabs back
MACRO Scabs back

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAY 6 Planned Necropsy FLC Wound right hind leg
DAY 2 Wound hindleg right
DAY 3 No findings
DAY 4 Scabs hindleg right
DAY 5 Scabs hindleg right
LLC Scabs hindleg right
MACRO Scabs hindleg right

5 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 Scabs flank right
DAY 5 Scabs flank right
LLC Scabs flank right
MACRO Scabs flank right

7 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY PP. - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i1 GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P PHASE FINDINGS
DELIVERY

GROUP I(CONTROL)
LITTER 44 1 M DAY 6 Planned Necropsy FLC No findings
06MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAY 2 Missing FLC No findings
8 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP1I(CONTROL)
10 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

12 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

13 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

14 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 45 1 M DAY 6 Planned Necropsy FLC No findings
12MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i1 CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP I (CONTROL)
4 M DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

8 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

I1I F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P.PHASE FINDINGS
DELIVERY

GROUP I(CONTROL)
12 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 46 1 M DAY 7 Planned Necropsy FLC No milk
08MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

2 M DAY 7 Planned Necropsy FLO No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

3 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

4 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

5 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

6 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP I(CONTROL)
7 M DAY 7 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

8 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

9 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

10 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

11 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

12 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

13 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP1I(CONTROL)
LITTER 47 1 M DAY 6 Planned Necropsy FLC No findings
09MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLO No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAYS6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAYS6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAYS6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

8 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
P0-GENERATION - LACTATION

LITTER PUP END OF PP. PHASE FINDINGS
DELIVERY

GROUP 1 (CONTROL)
9 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 F DAY 6 Planned Necropsy FLO No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

12 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

13 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 48 1 M DAY 6 Planned Necropsy FLC No findings
06MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P PHASE FINDINGS
DELIVERY

GROUP1I(CONTROL)
4 M DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAY 6 Planned Necropsy FLO No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

8 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP1I(CONTROL)
12 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

13 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

14 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

15 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 49 1 M DAY 6 Planned Necropsy FLC No findings
09MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P PHASE FINDINGS
DELIVERY

GROUP I (CONTROL)
5 M DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

8 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

12 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P PHASE FINDINGS
DELIVERY

GROUP I (CONTROL)
13 F DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

14 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 50 1 M DAY 5 Planned Necropsy FLC No findings
07MAR20 13 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

2 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

3 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

4 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

5 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

6 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

7 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P. PHASE FINDINGS
DELIVERY

GROUP I (CONTROL)
8 F DAY 5 Planned Necropsy FLO No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

9 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

10 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

GROUP 2 (100 MGIKG)
LITTER 51 1 M DAY 7 Planned Necropsy FLC Blue spot left hindfoot
08MAR2013 DAY 2 Blue spot left hindfoot

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

2 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

3 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

4 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

5 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P.P. PHASE FINDINGS
DELIVERY

GROUP 2 (100 MG/KG)
6 M DAY 7 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

7 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

8 F DAY 7 Planned Necropsy FLC Blue spot snout
DAY 2 Blue spot snout
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

9 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC: No findings
MACRO No findings

10 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

11 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

12 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MG/KG)
13 F DAY 7 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

14 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

15 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

LITTER 53 1 M DAY 5 Found death FLC Lean
1 OMAR2013 DAY 2 Lean, no milk

DAY 3 Lean, no milk
DAY 4 Lean, no milk
LLC Lean, no milk
MACRO Lean, no milk

LITTER 54 1 M DAY 7 Planned Necropsy FLC No findings
08MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

2 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

3 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGlKG)
4 M DAY 7 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

5 M DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

6 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

7 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

8 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

9 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

10 F DAY 7 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGIKG)
11 F DAY 7 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
DAY 6 No findings
LLC Abnormal posture hindleg left
MACRO Abnormal posture hindleg left

LITTER 55 1 M DAY 5 Planned Necropsy FLC No findings
07MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

2 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

3 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

4 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

5 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

6 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

7 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

8 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGIKG)
9 F DAY 5 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

10 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

LITTER 56 1 M DAY 6 Planned Necropsy FLC No findings
09MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

2 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-i CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGIKG)
8 F DAY 6 Planned Necropsy FLO No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 57 1 M DAY 5 Planned Necropsy FLC No findings
07MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

2 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

3 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

4 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

5 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P.P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P. PHASE FINDINGS
DELIVERY

GROUP 2 (100 MG/KG)
6 F DAY 5 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

7 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

8 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

9 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

10 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

11 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

12 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

13 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

14 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

LITTER 58 1 M DAY 6 Planned Necropsy FLC No findings
09MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGIKG)
2 M DAY 6 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

3 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

4 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

5 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

6 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

7 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

8 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

9 M DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

10 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

11 F DAY 6 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I GAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MG/KG)
12 F DAY 6 Planned Necropsy FLO No findings

DAY 2 No findings
DAY 3 No findings
DAY 5 No findings
LLC No findings
MACRO No findings

LITTER 60 1 M DAY 5 Planned Necropsy FLC No findings
07MAR2013 DAY 2 No findings

DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

2 M DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

3 M DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

4 M DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

5 M DAY 1 Dead at FLC FLC Dead
LLC Dead
MACRO Severe autolysis, no milk

6 M DAY 1 Dead at FLC FLC Dead
LLC Dead
MACRO Severe autolysis, no milk

7 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

8 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

9 F DAY 5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

10 F DAYS5 Planned Necropsy FLC No findings
DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

FLC - FIRST LITTER CHECK, DAY P P. - CLINICAL SIGNS,

LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS
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COPS-I CAS 52556-42 Project 500682
APPENDIX 2

MORTALITY, CLINICAL SIGNS AND MACROSCOPY OF PUPS
FO-GENERATION - LACTATION

LITTER PUP END OF P P PHASE FINDINGS
DELIVERY

GROUP 2 (100 MGIKG)
11 F DAY 5 Planned Necropsy FLC No findings

DAY 2 No findings
DAY 3 No findings
DAY 4 No findings
LLC No findings
MACRO No findings

12 F DAYl1 Dead at FLC FLC Dead
LLC Dead
MACRO Severe autolysis, no milk

FLC - FIRST LITTER CHECK, DAY P P - CLINICAL SIGNS,
LLC - LAST LITTER CHECK, MACRO - MACROSCOPIC FINDINGS

-Page 31 - I~25Mar308h4



CO PS-i GAS 52556-42 Project 501107
APPENDIX 1

CLINICAL SIGNS SUMMARY
MALES

PRE MATING MATING PERIOD
SIGN (MAX. GRADE) WEEK 1 .1 I . ... .. .. 4.. .
(LOCATION) DAY 123456712345671234567123456712345671234567123456

GROUP 1 (CONTROL)
Skin /fur

Alopecia (3) G 111111111111111111111

GROUP 2 (100 MG/KG)
Skin /fur

Scabs (3) G .... 11111
(Neck) % . .11111

GROUP 3 (300 MG/KG)
No clinical signs noted

GROUP 4 (1000 MG/KG)
No clinical signs noted

FEMALES
PRE MATING MATING PERIOD

SIGN (MAX GRADE) WEEK. 1 ..... ..... 1 4... . .
(LOCATION) DAY 123456712345671234567123456712345671234567123456

GROUP 1 (CONTROL)
No clinical signs noted

GROUP 2 (100 MG/KG)
No clinical signs noted

GROUP 3 (300 MG/KG)
No clinical signs noted

GROUP 4 (1000 MG/KG)
No clinical signs noted

G. Median value of the highest individual daily grades
% Percent of affected animals (O=less than 5%, 1 =between 5% and 15%,.,A=more than 95%)

Observation performed, sign not present
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COPS-I CAS 52556-42 Project 501107
APPENDIX 1

BODY WEIGHTS (GRAM) SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAY 1 MEAN 324 320 320 322
WEEKI ST.DEV 56 81 6.4 123

N 10 10 10 10

DAY 8 MEAN 343 335 335 341
WEEK2 ST DEV 8.9 118 96 156

N 10 10 10 10

MATING PERIOD
DAY 1 MEAN 361 352 356 358
WEEK 1 ST.DEV 107 122 132 17.4

N 10 10 10 10

DAY8 MEAN 371 365 365 366
WEEK 2 ST.DEV 12.0 123 16.9 162

N 10 10 10 10

DAY 15 MEAN 385 383 381 383
WEEK 3 ST DEV 146 15.2 21.9 190

N 10 10 10 10

FEMALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAY I MEAN 207 205 201 204
WEEKi ST DEV 63 68 76 58

N 10 10 10 10

DAY8 MEAN 217 216 213 211
WEEK2 ST DEV 100 61 7.6 71

N 10 10 10 10

MATING PERIOD
DAY 1 MEAN 226 223 221 222
WEEKI ST DEV 103 6.5 8.4 54

N 10 10 10 10

*r* Dunnett-test based on pooled variance significant at 5% ()or I% (**) level
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COPS-I1 GAS 52556-42 Project 501107
APPENDIX I

BODY WEIGHT GAIN (%) SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAYl MEAN 0 0 0 0
WEEK1 ST.DEV 00 0.0 0.0 00

N 10 10 10 10

DAY 8 MEAN 6 5 5 6
WEEK 2 ST DEV 13 20 1.5 2.1

N 10 10 10 10

MATING PERIOD
DAYl MEAN 11 10 11 11
WEEK 1 ST.DEV 2.0 2.7 2.5 2A4

N 10 10 10 10

DAY 8 MEAN 15 14 14 14
WEEK2 ST.DEV 2.7 25 38 20

N 10 10 10 10

DAY 15 MEAN 19 20 19 19
WEEK3 ST DEV 31 29 51 26

N 10 10 10 10

FEMALES

GROUP 1 GROUP 2 GROUIP3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAY1 MEAN 0 0 0 0
WEEKi ST DEV 00 00 00 00

N 10 10 10 10

DAY 8 MEAN 5 5 6 3
WEEK2 ST DEV 27 25 4.2 18

N 10 10 10 10

MATING PERIOD
DAYl MEAN 9 9 10 9
WEEKi1 ST.DEV 36 44 42 29

N 10 10 10 10

SDunnett-test based on pooled variance significant at 5% ()or 1 % ()level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 1

FOOD CONSUMPTION (GIANIMALJDAY) SUMMARY
MALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAYS 1-8 MEAN 24 24 23 24
WEEKS1-2 ST.DEV 0.6 05 02 02

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 24 24 23 23
WEEKS 2-3 ST DEV 02 02 0.4 06

N(CAGE) 2 2 2 2

MEAN OF MEANS
OVER PRE MATI MEAN 24 24 23 24

MATING PERIOD
DAYS 1-8 MEAN 16 17 16 17
WEEKSI-2 ST DEV 01 09 3.8 2.2

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 24 25 24 24
WEEKS 2-3 ST.DEV 0 7 0.2 0 1 0.6

N(CAGE) 2 2 2 2

MEAN OF MEANS
OVER MATING P . MEAN 20 21 20 21

FEMALES

GROUP I GROUP 2 GROUP 3 GROUP 4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAYS 1-8 MEAN 17 17 17 17
WEEKS1-2 ST DEV 04 05 01 03

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 17 17 17 18
WEEKS 2-3 ST DEV 01 0.5 01 06

N(CAGE) 2 2 2 2

MEAN OF MEANS
OVER PRE MAT] MEAN 17 17 17 18

*/** Dunneft-test based on pooled variance significant at 5% ()or 1 % (*) level
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COPS-I CAS 52556-42 Project 501107
APPENDIX 1

RELATIVE FOOD CONSUMPTION (GIKG BODY WEIGHTIDAY) SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAYS 1-8 MEAN 70 71 70 70
WEEKS 1-2 ST DEV 12 1.7 0.8 07

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 69 71 70 69
WEEKS 2-3 ST DEV 0.2 05 1.4 2.0

N(CAGE) 2 2 2 2

MEAN OF MEANS
OVER PRE MATI. MEAN 70 71 70 70

MATING PERIOD
DAYS 1-8 MEAN 43 46 43 45
WEEKSI-2 ST DEV 04 2.6 10.0 58

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 61 65* 63 64
WEEKS 2-3 ST.DEV 14 0.2 02 10

N(CAGE) 2 2 2 2
MEAN OF MEANS
OVER MATING P . MEAN 52 55 53 55

FEMALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

PRE MATING
DAYS 1-8 MEAN 80 80 80 82
WEEKS 1-2 ST.DEV 1.0 1 3 1 7 0.3

N(CAGE) 2 2 2 2

DAYS 8-15 MEAN 80 79 79 84
WEEKS 2-3 ST DEV 08 11 15 44

N(CAGE) 2 2 2 2

MEAN OF MEANS
OVER PRE MATI... MEAN 80 79 79 83

*/*Dunnett-test based on pooled variance significant at 5% (*) or 1 % (**) level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 1

FUNCTIONAL OBSERVATIONS SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

AT WEEK 4
HEARING MEDIAN 0 0 0 0
SCOREO0/1 N 5 5 5 5

PUPIL L MEDIAN 0 0 0 0
SCOREO0/1 N 5 5 5 5

PUPIL R MEDIAN 0 0 0 0
SCOREO0/1 N 5 5 5 5

STATIC R MEDIAN 0 0 0 0
SCOREO/1 N 5 5 5 5

GRIP MEDIAN 0 0 0 0
SCOREO011 N 5 5 5 5

FEMALES

GROUP 1 GROUP 2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

AT LACTATION
HEARING MEDIAN 0 0 0 0
SCOREO0/1 N 4 3 5 5

PUPIL L MEDIAN 0 0 0 0
SCOREO0/1 N 4 3 5 5

PUPIL R MEDIAN 0 0 0 0
SCOREO0/1 N 4 3 5 5

STATIC R MEDIAN 0 0 0 0
SCOREO0/1 N 4 3 5 5

GRIP MEDIAN 0 0 0 0
SCOREO0/1 N 4 3 5 5

+/++ Steel-test significant at 5% (+) or 1% (++) level
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COPS-I CAS 52556-42 Project 501107
APPENDIX 1

HAEMATOLOGY SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
WBC MEAN 9.1 73 82 79
10E9/L ST0DEV 23 08 11 2.0

N 4 5 4 5
Neutrophils MEAN 154 156 175 132
%WBC ST DEV 2.8 40 62 29

N 4 5 4 5
Lymphocytes MEAN 811 811 78 9 83 5
%WBC ST DEV 30 47 66 3.4

N 4 5 4 5

Monocytes MEAN 1.7 20 20 1 7
%VWBC ST 0EV 0.1 1.0 05 0.7

N 4 5 4 5
Eosinophils MEAN 1.7 1 2 1 5 1 4
%VWBC STODEV 0.7 02 02 03

N 4 5 4 5
Basophils MEAN 02 02 02 02
%VWBC ST.DEV 01 01 0.1 0.0

N 4 5 4 5
Red blood cells MEAN 8 88 8.71 8.48 8.39
10E12/L ST.DEV 021 054 0.68 063

N 4 5 4 5
Reticulocytes MEAN 2 4 2 6 2 7 2 4
%RBC ST DEV 03 0.2 04 0.4

N 4 5 4 5
ROW MEAN 124 13.0 135 12.7

%ST.DEV 07 0.9 19 07
N 4 5 4 5

Haemoglobin MEAN 10.2 10 1 10.1 9.7
mmol/L ST 0EV 03 0 5 0.4 0.4

N 4 5 4 5
Haemnatocrit MEAN 0477 0.473 0 466 0439
UL ST 0EV 0 012 0.027 0.022 0 029

N 4 5 4 5
MCV MEAN 538 54.3 551 524
IL ST DEV 13 10 19 15

N 4 5 4 5
MCH MEAN 1.15 116 1.20 1.16
fmol ST DEV 005 005 005 0.05

N 4 5 4 5
MCHC MEAN 21.37 21 33 21 73 22.06
mmol/L ST 0EV 0.55 0.71 0 20 054

N 4 5 4 5
Platelets MEAN 919 842 964 813
10E9/L ST 0EV 70 74 48 135

N 4 5 4 5
PT MEAN 164 162 16.4 160
s STOEV 05 04 07 04

N 5 5 4 5

APTT MEAN 163 151 165 153
s ST DEV 27 22 32 40

N 5 5 4 5

+/++ Steel-test significant at 5% (+) or 1 % (++) level
*/* unnett-test based on pooled variance significant at 5% ()or 1 % (*)level
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COPS-i CAS 52556-42 Project 501107
APPENDIX 1

HAEMATOLOGY SUMMARY
FEMALES

GROUP 1 GROUP2 GROUP3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
WBC MEAN 46 52 53 6.8
10E9/L ST.DEV 1.0 1.5 1 3 28

N 5 5 5 5

Neutrophils MEAN 20 8 25 8 15.6 23 0
%WBC ST DEV 3.3 5.1 67 327

N 5 5 5 5

Lymphocytes MEAN 75.4 70 8 79 9 72 5
%/WBC ST DEV 34 54 74 337

N 5 5 5 5

Monocytes MEAN 2 0 1 7 2.4 2.4
%WBC ST.DEV 08 02 14 1.1

N 5 5 5 5

Eosinophils MEAN 1 7 1 6 2 0 1 9
%WBC ST DEV 0.6 0.5 07 09

N 5 5 5 5

Basophils MEAN 01 01 01 0.1
%VWBC ST.DEV 0.0 00 00 00

N 5 5 5 5

Red blood cells MEAN 7.86 7.27 7 56 8 52
10E12/L ST DEV 0.47 054 129 049

N 5 5 5 5

Reticulocytes MEAN 5 1 68 30 1.7 +
%RBC ST.DEV 1.6 3.1 2.8 0.3

N 5 5 5 5

ROW MEAN 139 189 122 13.6
%ST DEV 13 5.9 23 56

N 5 5 5 5

Haemoglobin MEAN 9 2 9 1 9.0 9 8
mmol/L ST.DEV 04 05 1.6 02

N 5 5 5 5

Haematocrit MEAN 0.435 0.424 0413 0458
U/L ST DEV 0012 0016 0069 0016

N 5 5 5 5

MCV MEAN 55.4 585 547 537
fL ST.DEV 22 34 1.1 2.0

N 5 5 5 5

MCH MEAN 117 126 1.19 115
fmol ST 0EV 0.04 0.07 004 0.06

N 5 5 5 5

MCHC MEAN 2118 21 50 21 72 21 45
mmol/L ST DEV 027 077 042 045

N 5 5 5 5

Platelets MEAN 1080 1079 928 1046
10E9/L ST.DEV 169 225 227 180

N 5 5 5 5

PT MEAN 16.6 160 170 165
s ST DEV 03 07 05 04

N 5 5 5 5

APTT MEAN 122 13.2 14 9 * 13.5
s ST DEV 14 04 19 1.7

N 5 5 5 5

+/++ Steel-test significant at 5% (+) or 1 % (++) level

/r* Dunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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COPS-i CAS 52556-42 Project 501107
APPENDIX 1

CLINICAL BIOCHEMISTRY SUMMARY
MALES

GROUP 1 GROUP2 GROUP3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
ALAT MEAN 426 45.2 401 381
U/L ST DEV 47 81 59 65

N 5 5 5 5
ASAT MEAN 79.5 802 772 756
U/L ST.DEV 3.8 8.7 16.0 79

N 5 5 5 5

ALP MEAN 131 137 117 128
U/L ST DEV 29 37 13 29

N 5 5 5 5

Total protein MEAN 65.7 64 5 66 1 65 5
gIL ST DEV 17 32 2.5 15

N 5 5 5 5
Albumin MEAN 334 32.9 34 1 33 1
gIL ST.DEV 08 0.9 05 05

N 5 5 5 5

Total bilirubin MEAN 24 23 29* 21
umoIIL ST DEV 02 03 04 0.2

N 5 5 5 5

Urea MEAN 6.2 69 6.1 64
mmoIIL ST DEV 0.5 1 0 1.0 1 0

N 5 5 5 5

Creatinine MEAN 395 43.1 * 41 2 408
umolIL ST.DEV 1 3 2.6 29 1 4

N 5 5 5 5

Glucose MEAN 893 964 854 972
mmoIIL ST.DEV 0.94 098 1.61 1.58

N 5 5 5 5

Cholesterol MEAN 2 19 1 80 * 1 68 ** 1.84
mmol/L ST.DEV 0 17 0.23 021 027

N 5 5 5 5

Bile Acids MEAN 12.0 20.1 24 9* 165
umolIL ST.DEV 36 85 7.0 27

N 5 5 5 5

Sodium MEAN 142.8 1436 146 8 * 1428
mmol/L ST DEV 0.7 1 5 45 1.1

N 5 5 5 5

Potassium MEAN 4.07 3 89 4 34 4 21
mmolIL ST.DEV 0 22 0.07 0 28 0 20

N 5 5 5 5

Chloride MEAN 102 102 106 103
mmol/L ST DEV 2 2 4 2

N 5 5 5 5

Calcium MEAN 2.61 2.55 2.62 2.58
mmolIL ST 0EV 0.07 0 04 0.06 0.04

N 5 5 5 5

Inorg.Phos MEAN 201 1 93 1 83 1 90
mmolIL ST.DEV 016 020 0.11 0.18

N 5 5 5 5

*r* Dunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 1

CLINICAL BIOCHEMISTRY SUMMARY
FEMALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
ALAT MEAN 586 60.9 27 5* 37 4
U/L ST DEV 191 48 59 70

N 5 5 5 5

ASAT MEAN 86.7 88 2 677 80.8
Ul/L ST DEV 141 217 71 57

N 5 5 5 5

ALP MEAN 103 94 55 51
U/L ST 0EV 57 55 14 6

N 5 5 5 5
Total protein MEAN 64.2 64 2 68 8 66.3
g/L ST 0EV 2.3 34 18 4.2

N 5 5 5 5

Albumin MEAN 328 328 37 1 ** 348
g/L STDEV 14 14 08 30

N 5 5 5 5

Total bilirubin MEAN 2 1 1 9 2.8 2 5
umol/L ST.DEV 0.2 02 1.0 0.3

N 5 5 5 5

Urea MEAN 86 80 6.1* 67*
mmol/L ST.DEV 17 09 08 08

N 5 5 5 5

Creatinine MEAN 42 3 43 6 44 9 41 6
umol/L ST.DEV 1 0 3.7 3 0 2.6

N 5 5 5 5

Glucose MEAN 7.85 738 825 7.28
mmol/L ST DEV 0.75 0 87 0 62 0.77

N 5 5 5 5

Cholesterol MEAN 1.67 1 84 1.47 1 21
mmol/L ST DEV 027 046 042 028

N 5 5 5 5

Bile Acids MEAN 266 27.1 147 202
umol/L ST.DEV 126 14.4 8.4 5 7

N 5 5 5 5

Sodium MEAN 140.5 138 8 * 141 1 142.3*
mmol/L ST DEV 07 16 07 0.6

N 5 5 5 5

Potassium MEAN 388 3.91 3 84 3 79
mmol/L ST.DEV 034 043 0.16 0 19

N 5 5 5 5

Chloride MEAN 99 97 103* 104 *

mmol/L ST 0EV 3 2 1 2
N 5 5 5 5

Calcium MEAN 2 64 2.57 2 68 2 66
mmol/L ST 0EV 009 0.10 0.09 0 10

N 5 5 5 5

Inorg.Phos MEAN 197 202 1 71 1.79
mmol/L ST.DEV 0.54 017 0O11 0.08

N 5 5 5 5

*r Dunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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COPS-I CAS 52556-42 Project 501107
APPENDIX 1

MACROSCOPIC FINDINGS SUMMARY
MALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
Animas examined 10 10 10 10
Animals without findings 9 8 9 7

Animals affected 1 2 1 3

Liver
Diaphragmatic hernia 0 0 0 1

Kidneys
Pelvic dilation 0 1 0 1

Testes
Reduced in size 0 0 0 1

Epididymides
Nodule(s) 0 2 1 0
Reduced in size 0 0 0 1

Thymus
Focustfoci 1 0 0 0

Skin
Scab formation 0 1 0 0

FEMALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

INTERCURRENT DEATH
Animals examined1
Animals affected1

General observations
Total litter loss 1

END OF TREATMENT
Animals examined 10 9 10 10
Animals without findings 9 6 9 8

Animals affected 1 3 1 2

Duodenum
Thickened 1 1 0 0

Jejunum
Thickened 1 1 0 0

Kidneys
Pelvic dilation 0 1 0 0
Discolouration 0 1 0 0

Uterus
Right horn- mega fetus. 0 0 1 0
Contents. 0 0 1 0

Clitoral glands
Focusfoci 0 1 0 0
Discolouration 0 0 0 1

Adrenal glands
Enlarged 0 1 0 1
Discolouration 0 1 0 0

Spleen
Enlarged 0 1 0 0

Thymus
Discolouration 0 0 0 1

Mesenteric lymph n
Enlarged 0 0 0 1

# / Fisher's Exact test significant at 5% #)or 1 % (#)level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 1

MACROSCOPIC FINDINGS SUMMARY
FEMALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
Mandibular lymph n

Discolouration 0 0 0 1

# /I#f Fisher's Exact test significant at 5% (#) or I% ()level
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COPS-i1 GAS 52556-42 Project 501107
APPENDIX 1

ORGAN WEIGHTS (GRAM) SUMMARY
MALES

GROUP 1 GROUP 2 GROUP3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
BODY W. MEAN 361 358 356 359
(GRAM) ST DEV 13 16 20 19

N 10 10 10 10

BRAIN MEAN 2.06 2.06 1 98 2 05
(GRAM) ST.DEV 0.08 0.07 0.08 0 04

N 5 5 5 5

HEART MEAN 1 044 1 039 1 070 1 057
(GRAM) ST,DEV 0.118 0052 0051 0.078

N 5 5 5 5
LIVER MEAN 868 842 838 906
(GRAM) ST. DEV 024 069 1.01 041

N 5 5 5 5

THYROIDS MEAN 0.027 0.028 0 030 0 024
(GRAM) ST DEV 0007 0.004 0010 0.007

N 5 5 5 5

THYMUS MEAN 0314 0327 0.379 0353
(GRAM) ST DEV 0 040 0.068 0 032 0 055

N 5 5 5 5

KIDNEYS MEAN 232 242 230 260
(GRAM) ST DEV 015 009 0.24 035

N 5 5 5 5

ADRENALS MEAN 0.064 0.061 0,063 0.064
(GRAM) ST DEV 0.007 0 006 0,011 0.004

N 5 5 5 5
SPLEEN MEAN 0 628 0.652 0 708 0.640
(GRAM) ST DEV 0.078 0097 0223 0 133

N 5 5 5 5
TESTES MEAN 363 3.66 3 67 3.35
(GRAM) ST DEV 0.29 028 0 24 0.29

N 10 10 10 10

PROSTATE MEAN 0 565 0 588 0 648 0 638
(GRAM) ST DEV 0 182 0.060 0 127 0.133

N 5 5 5 5
EPIDIDYMIDES MEAN 1 168 1.215 1 203 1 140
(GRAM) ST DEV 0.057 0 166 0,092 0.097

N 10 10 10 10
SEMINAL VES MEAN 1 382 1.410 1 306 1.543
(GRAM) ST DEV 0091 0.238 0070 0.091

N 5 5 5 5

*r Dunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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co PS-11 CAS 52556-42 Project 501107
APPENDIX 1

ORGANIBODY WEIGHT RATIOS (%) SUMMARY
MALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
BODY W MEAN 361 358 356 359
(GRAM) ST DEV 13 16 20 19

N 10 10 10 10

BRAIN MEAN 0.57 058 056 057
()ST DEV 0.03 004 004 003

N 5 5 5 5

HEART MEAN 0289 0293 0303 0292
(%) ST DEV 0 034 0014 0018 0015

N 5 5 5 5
LIVER MEAN 2.40 237 2 37 2.50

()ST.DEV 0.06 0.11 0.22 007
N 5 5 5 5

THYROIDS MEAN 0.007 0 008 0.009 0 007
()ST.DEV 0 002 0.001 0.003 0 002

N 5 5 5 5
THYMUS MEAN 0 087 0092 0.107 0 098
(%) ST DEV 0010 0018 0004 0.019

N 5 5 5 5

KIDNEYS MEAN 064 068 0 65 0.72
()ST DEV 004 004 004 007

N 5 5 5 5

ADRENALS MEAN 0018 0017 0018 0018
I(%) ST DEV 0002 0002 0003 0002

N 5 5 5 5

SPLEEN MEAN 0.174 0.184 0198 0176
()ST DEV 0019 0023 0048 0033

N 5 5 5 5

TESTES MEAN 101 102 103 093
I(%) ST DEV 009 007 009 008

N 10 10 10 10

PROSTATE MEAN 0157 0167 0.182 0176
()ST.DEV 0 053 0 024 0.026 0.032

N 5 5 5 5

EPIDIDYMIDES MEAN 0 324 0.340 0.339 0 318
(%) ST.DEV 0.024 0.040 0 035 0 026

N 10 10 10 10

SEMINAL VES MEAN 0 383 0.399 0 370 0426
I(%) ST.DEV 0 028 0074 0.023 0.021

N 5 5 5 5

Ir* Dunnet-test based on pooled variance significant at 5% ()or 1% (**) level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 1

ORGAN WEIGHTS (GRAM) SUMMARY
FEMALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
BODY W. MEAN 241 242 236 225
(GRAM) ST.DEV 14 7 11 5

N 5 5 5 5

BRAIN MEAN 198 189 1.93 195
(GRAM) ST,DEV 006 0.02 006 009

N 5 5 5 5
HEART MEAN 0744 0754 0742 0719
(GRAM) ST DEV 0 086 0041 0 028 0.065

N 5 5 5 5
LIVER MEAN 7.57 7 96 6.33 5.61 *

(GRAM) ST. DEV 0.77 039 062 033
N 5 5 5 5

THYROIDS MEAN 0018 0021 0021 0022
(GRAM) ST DEV 0.003 0 002 0 002 0 003

N 5 5 5 5
THYMUS MEAN 0 188 0,256 0 360 0 311 *

(GRAM) ST.DEV 0 027 0 078 0.054 0.051
N 5 5 5 5

KIDNEYS MEAN 1 70 1 66 1.64 1 67
(GRAM) ST DEV 006 017 008 014

N 5 5 5 5
ADRENALS MEAN 0 078 0.073 0 072 0 069
(GRAM) ST DEV 0006 0011 0010 0008

N 5 5 5 5
SPLEEN MEAN 0 466 0 583 0 490 0 407
(GRAM) ST.DEV 0085 0,143 0.098 0.033

N 5 5 5 5

OVARIES MEAN 0.113 0115 0 152 ~ 0. 146*
(GRAM) ST.DEV 0.015 0007 0025 0.024

N 5 5 5 5
UTERUS MEAN 0 547 0.593 3,265 0.470
(GRAM) ST DEV 0084 0.109 5932 0 109

N 5 5 5 5

*r* Dunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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COPS-I1 CAS 52556-42 Project 501107
APPENDIX 1

ORGANIBODY WEIGHT RATIOS I(%) SUMMARY
FEMALES

GROUP 1 GROUP2 GROUP 3 GROUP4
CONTROL 100 MG/KG 300 MG/KG 1000 MG/KG

END OF TREATMENT
BODY W MEAN 241 242 236 225
(GRAM) ST.DEV 14 7 11 5

N 5 5 5 5
BRAIN MEAN 082 078 082 0.87

()ST DEV 005 002 005 003
N 5 5 5 5

HEART MEAN 0308 0311 0314 0320
()ST DEV 0019 0016 0.015 0.033

N 5 5 5 5

LIVER MEAN 315 3.28 268* 2 50*
N% ST.DEV 037 010 019 014

N 5 5 5 5

THYROIDS MEAN 0008 0009 0.009 0.010*
()ST.DEV 0001 0001 0.001 0 001

N 5 5 5 5

THYMUS MEAN 0.078 0.105 0.152 ** 0 138*
()ST DEV 0.013 0.032 0.022 0.023

N 5 5 5 5

KIDNEYS MEAN 0.71 068 070 0 74
()ST DEV 003 008 005 006

N 5 5 5 5

ADRENALS MEAN 0 033 0 030 0.030 0 030
()ST.DEV 0 002 0 004 0.005 0 003

N 5 5 5 5

SPLEEN MEAN 0.194 0240 0.206 0.181
()ST DEV 0038 0056 0033 0014

N 5 5 5 5

OVARIES MEAN 0047 0047 0 064* 0 065*
(%) ST 0EV 0008 0.003 0012 0.012

N 5 5 5 5

UTERUS MEAN 0229 0244 1.299 0209
()ST DEV 0044 0039 2316 0049

N 5 5 5 5

SDunnett-test based on pooled variance significant at 5% ()or 1 % (**) level
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COPS-i GAS 52556-42 Project 501107
APPENDIX 2

MORTALITY DATA
MALES

ANIMAL SCHEDULED OTHER TREATMENT
SACRIFICE FROM TO

GROUPlI(CONTROL)
1 27FEB13 29JAN 13 26FEB13
2 27FEB13 29JAN 13 26FEB13
3 27FEB13 29JAN 13 26FEB13
4 27FEB13 29JAN 13 26FEB13
5 27FEB13 29JAN 13 26FEB13
6 27FEB13 29JAN 13 26FEB13
7 27FEB13 29JAN13 26FEB13
8 27FEB13 29JAN 13 26FEB1 3
9 27FEB13 29JAN 13 26FEB13
10 27FEB13 29JAN 13 26FEB13

GROUP 2 (100 MGIKG)
11 27FEB13 29JAN 13 26FEB13
12 27FEB13 29JAN 13 26FEB13
13 27FEB13 29JAN 13 26FEB13
14 27FEB13 29JAN13 26FEB13
15 27FEB13 29JAN 13 26FEB13
16 27FEB13 29JAN 13 26FEB13
17 27FEB1 3 29JAN 13 26FEB13
18 27FEB13 29JAN 13 26FEB13
19 27FEB13 29JAN13 26FEB13
20 27FEB13 29JAN 13 26FEB13

GROUP 3 (300 MGIKG)
21 27FEB13 29JAN 13 26FEB13
22 27FEB13 29JAN13 26FEB13
23 27FEB13 29JAN 13 26FEB13
24 27FEB13 29JAN 13 26FEB13
25 27FEB13 29JAN 13 26FEB13
26 27FEB13 29JAN 13 26FEB13
27 27FEB13 29JAN13 26FEB13
28 27FEB13 29JAN 13 26FEB13
29 27FEB13 29JAN 13 26FEB13
30 27FEB13 29JAN 13 26FEB13

GROUP 4 (1000 MGIKG)
31 27FEB13 29JAN13 26FEB13
32 27FEB13 29JAN13 26FEB13
33 27FEB13 29JAN 13 26FEB13
34 27FEB13 29JAN 13 26FEB13
35 27FEB13 29JAN 13 26FEB13
36 27FEB13 29JAN13 26FEB13
37 27FEB13 29JAN 13 26FEB13
38 27FEB13 29JAN 13 26FEB13
39 27FEB13 29JAN 13 26FEB13
40 27FEB13 29JAN 13 26FEB13
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COPS-I CAS 52556-42 Project 501107
APPENDIX 2

MORTALITY DATA
FEMALES

ANIMAL SCHEDULED OTHER TREATMENT
SACRIFICE FROM TO

GROUP I (CONTROL)
41 12MAR13 29JAN 13 11MAR13
42 13MAR13 29JAN 13 12MAR13
43 15MAR13 29JAN 13 14MAR13
44 12MAR13 29JAN 13 11MAR13
45 18MAR13 29JAN 13 17MAR13
46 15MAR13 29JAN13 14MAR13
47 15MAR 13 29JAN13 14MAR13
48 12MAR 13 29JAN13 11MAR13
49 15MAR13 29JAN13 14MAR13
50 12MAR13 29JAN 13 11MAR13

GROUP 2 (100 MGIKG)
51 15MAR13 29JAN 13 14MAR 13
52 12MAR13 29JAN 13 11MAR13
53 15MAR13 29JAN 13 14MAR13
54 15MAR13 29JAN 13 14MAR13
55 12MAR13 29JAN13 11MAR13
56 15MAR13 29JAN13 14MAR13
57 12MAR13 29JAN 13 11MAR13
58 15MAR 13 29JAN 13 14MAR13
59 13MAR13 29JAN13 12MAR13
60 12MAR13 29JAN 13 11MAR13

GROUP 3 (300 MGIKG)
61 14MAR13 29JAN 13 13MAR13
62 14MAR13 29JAN13 13MAR13
63 14MAR13 29JAN 13 13MAR13
64 14MAR13 29JAN 13 13MAR13
65 14MAR13 29JAN13 13MAR13
66 12MAR13 29JAN 13 11MAR13
67 13MAR 13 29JAN 13 12MAR 13
68 13MAR 13 29JAN 13 12MAR13
69 12MAR13 29JAN13 11MAR13
70 13MAR13 29JAN13 12MAR13

GROUP 4('1000 MGiKG)
71 12MAR13 29JAN13 11MAR13
72 13MAR13 29JAN 13 12MAR13
73 14MAR13 29JAN 13 13MAR13
74 12MAR13 29JAN 13 11MAR13
75 12MAR13 29JAN 13 11MAR13
76 14MAR13 29JAN 13 13MAR13
77 12MAR13 29JAN 13 11MAR13
78 14MAR 13 29JAN 13 13MAR13
79 14MAR13 29JAN 13 13MAR13
80 14MAR13 29JAN 13 13MAR13
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